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(54) BgH0«ft] Jlii»*o^i/^;i,oiJfflJ:^^*W^24ltW®P^^^H8^Joi9;#fcj;S, m&om 

mm 

(57) 

<th®2 4«FWlCt»fcD«0llf»*ft«St-*<Ofc«* 



(2) 9-505602 

1 . Fill, *3«fctf 

o(d«*ISttt°^ K^g^fflS*^ ^»77>&< Hllo 

i ^^tm^wm i&mmni 

7 7 /7* ^ p — ^-tf7, ^f^y, 7^tV77, fV^t^, t^.* b 
n^E-y^ H\ rV-^y, 7T77°p5; b\ 7k KnnfVy, 7k Kn^t^ 
, 7^ J 

^7— K 7k°/-sV7, *Wy^ ^h^:/#77 % ^)V*^-jv<f-Tl/7 
T-y, xf/^t^ N a: b~^if yy^y# ^p>f7 % tKn^F^ 
k Kp^My, k Kn^y^f^y, << V * # K7 N ^ K7, 7^p/V 

777, l^^/V7 7/^K 1/^7177/^7 7 7, P7i7^^/K 

y 77, *79i?;—/v, ^yy'77, ^^K7, ^ h*v, ^k^, ^7 



yfy^ •i-jvy'y 4 y y ~t/u±s(y, =-^^;v\i^ s ;/H/^>7 7/ i -/K 

^^K^ //WE-zl^t^ y/UfcW^ T^^, ^"^Vrt 

, ^-^i/^/^^N^, ^wu^A, y^^-K^y^^ y^/^e/w 

^sp^^sf^s, it*ii i ~ 3 ^-r ft/> i ^m&<Dmmm&m\o 

6. MfS^-t°^ Kfls^/vt^-CfctK m^t°^4 V(DmXskWMJ£f)\ 3 0m 

gffiiWflti^t^l^V^T, ^2~14ng/mltfc5, 1 ~ 3 

<Z)V vf ft;&> 1 o(CfE«<Dif ^ftffitt§» 

7. fiffE^t: 0 ^ KtfS^/H: f»t°^ KWft^JfiLitag^\ 3 0m 
gffl*^ig^Vfc^^S<5V^T, #J3~8 n g/m 1 T'fcS, ft**! 1 ~ 3 CO 
vv-fft^ 1 o^|Ei6^^^tiit«^iJ 0 

8 . ^ t°^-^ KiSJf 3Hri s $J 2~64mg(7)t K n >-;o> k ft 5 , 

it*ii i ~ 3 rcv^ft^ i ^tmnwmkmmm* 

9. KII1^5~8 0 0mg©^t^^f,^5, |f*IIl-3 60 
Wf ft#> 1 o}c:|E«W^^ttittMiJ 0 

10. t W 0 0mg©^->3 K^^£5, ff^ill- 
3 <£>V vf ftfl> 1 o}d|Hm^^^ttS'l4»J 0 

11. 2~1 O^FM^iCftjE^-f^ K<7)in vivo§^JfiL«it^t)/cb 

12. ilM^fC^T^ JJ/l^y , T^/Hr/Hn— t7j/^, i^V ^ tK 

urns, lisffSi-i i<Dv^tb^io^ia«^^ttittWiJo 

13. jtm^t^Nf K££^5#&<7>£#ft£^-?ft!9, #£jWtfSjfaO. 5 



(4) ' 9-505602 

a h K^ts, tmm 1 3 KBm^wmmm^mmo 

16. mm^wm^t°^^ ^mmmtmm^m^mmm^-^m^^ b v 

17. mm^-^^-f b*<Dmm<D-mm#i&mm^mumw*fct 

tt*ii i~i6 cdv^ ^ i ^\mm<Dwmm&'\mm 0 

18. 0B#ra^^H&IH^tf^-r K<Z)in vivo^^iL«g^ ^ b 

19. t hm#^^^tH'l4SP^-t°^ FIltN h u-> 3 yt5^feTfc 

( i ) t hs#jc 1 0 1 m(Dmwx*miLmm<Dmummi&&mkm*&^ 
^ v^mm^^^^m^pfi <ni m^mm^n^/^x^ r> , t%mm\t, 
h(DXhv, 

(3) mwmmwiift&£zt/*tctemfi¥fi'<7*-*-tm&<Dty< h<o 
&tcteMfi¥ffts<7 *-#-fim^xh% t^^bnzm&te, mam^M 



(5) #g¥ 9-505602 

(4) ®^/j;ss^tiw^^Sfiw/^^^7^-^-^m#^^ 

v^«c£*x3;i;T% ^t"^ K^m^i^M-r^^i^i (3) 

(5) f&a?^T-f-5*-ei 0 l@(DS^-ef«Pm%^(±lttWJ^^^t: 0 

20. fcSffll^if^ K«^i:, t ^#^<B£q&^&l-'>ft< thm2 

21. SP^ttWtt»i^U^M~^6^rawK^«fflSr^i-, S*3S19* 

22. Sn^^Wtt»J^UB#^~^3^^P«^fie^-r, ff*lI19* 

23. l 0 llElS^ffi^^ti^WJffifg^fe^m^tlitt^t 0 ^ K««M^JIC 

24. m&icmt&mmmte, t?-x\ fi^- N -i-tv-mm 



(6) 9-505602 



mm. mz*v*<< mmm^miim^t^mmmmmm 
njfe t ft v > i , % <Dfc&®<DMMtem t mm& x watt- x 5 ^mmt^m 

titz^wrxmm^titznm^m^^^x, w^om-mm^^m 1 mm* 
&s mm^m^'M-r^m^imxh^o ^m^mm^^x, mm^mm^ 



(8) #^^P 9-505602 

ft h (Dmmmm^ * ^j^cD^t^tBgc $ ftr v ^ 5 „ 

mat, cd^h^k^otv^^, io««it ftm*3«tt;^ji 
ftt^m^(-iis^^ft5^-^-r K^tt, ^ (12-72^^) N fe«tu««t 

D^®]t^-rV^Mffl^^1-2,«M (MZ-tftWy (methadone), 
7/-/Klevorphanol)) (Zlit|S5LT, 3 ~ 5 B#P^it^M^M^Mffl£^ 
(morphine), t Kn*^7t >" (hydromorphone) N 

^•■^3 (oxycodone)) T*fc5„ ^ffiMtm^jjVmmZ, ^B^b-jIf^S 



(9) iftW 9-505602 

#Hfc£*l/T^5 (i"^t>*>, Purdue Frederic Company frh mIS $ tlTV ^ s M 
S Contin (S&j8ffig) $I£lJ ; *3 XXfF. H. Faulding and Company^ rfT|££tlTV^ 
6, Kapanol (gStjgj^S) ; *5«fO ? Roxane^brtfflR$ixTV>5, J^ffj^te Roxan 
ol (Sii^if) SR^$tlfcOramorph (g»j&80 SR) „ 



i&mtix tkyo¥&}wmm&&9, ip^tfc^c mmmtuztttin 



1 0 1 ®<Dmmx-t vm^^-r^z. t^bt^x^^ 0 %<d®, 



(12) #t?9- 5 0 5 6 0 2 

<z>" ®WM-m&<, " JW fit (m^@o»«S:%Jt^Ati,5) 

vmmm^mLx^ m^mm^m^M^ mm%^&^x^m<nm 

« mmm^^^x±tmm(D^^mt^^^o\mm^^ntcm, m 

5 « ^ mm & Pfi^-r 5 1 <£> -e (i & v \ 
nit mmmi (m-&) (DmmM¥®mmmm&m^-fz>i><Dxhz> 0 
m2ix mmm2 m-k) <Dmmi$¥®mfflk&m*m*'rzb<Dx*hz 0 

m4n, mmM2 m&) <Dmmtt^n>m&mm&m%m?Firz>h<Dxh% 0 
m5u, mmmi m&) <Dmfflft¥®mL%mm&m^-tz>i><Dx*hz> 0 

0 8fi, mmm2 mis.) <Dmmtt¥®&&%wm&m*m^'rzh<Dx*hz 



1&L1t, VcMlM (MS Contin 30 mg) (Ifet) LT^ioftfc, Effl^TO 

jM^/p t * & & s^-r 5 1 w -e & 5 „ 

EllOte, H»J3 (^joi^ffe^) ©tf^-fe/l'fcJfctSELfc, JttfcM (MS Con 
tin 30 mg) <H£fflLT#b*W^ B# PaWTOilJt^t: ^ISftl^ 

gum, n«E^j3 m&) <Dmwift^mmmm*m^irhh(nx*hZ) 0 
mmmm 



(14) mm¥-9- 5 0 5 6 0 2 

tcz. txh& 0 

yxmm\m^^^f^\ f^at^rnais" (meao 

u^/K7) ^ m$ t wvM$k<n> t°- * w?$ torn 

xii, w^mrnm^ t < i 6 0, =t t> l < ^ i 

So 



(15) ^S^9- 5 0 5 6 0 2 

vkm^t&TF&inZo 3lI?IS©il (spid) tn^mmm^ (tot 

par) <D&m£t*(Dmm%)%k<Dm(DR.mn, ^mmmmmm^mKx.^ t 

^"a^tlS ; T^7:tyy~/WalfentanilK 7 D /^y°P i?y (allylprosine) % 
T )V7 7 7°v (alphaprodine) % T =- V V i?y (anileridine) N vvWt/P 
7 4 V (benzyl- morphine) , ^<i/ h 7 ^ K (bezitraraide) „ 7*7° VJ As7 «f V (b 
uprenorphine) % 7" h/1^7 7 J — yl^ (butorphanol) , y P ~yif V (clonitazene) 

^irV.y (codeine) ■yy 7 V v'V (cyclazocine) N y-^/Vt (desomorphin 
e) s FP'E-y; K (dextromoramide) „ 7/ v/y (dezocine) , v^Ty^P ? 

K(di-ampromide), v^t Kp=> y (dihydrocodeine) , v?fc K P t (dih 
ydromorphine) „ v^y J K— /Hdimenoxadol) „ v^y 7 3^7° $ / ^-/^(dimephe 
ptanol), ^/^T^y'xWdi-methylthiambutene) % \/^-^r^7 s.^A/y* 
=^]y— Y (dioxaohetylbutyrate), i/\?/<J 1/ (dipipanone) N ^7°^ y* W (epta 
zocine), ^ h ^y°y y (ethoheptazineh ^^A-y ^JV^T 1/7*7* "S (ethylme 
thylthiambutene) , ^.^jV^rjV t (ethylmorphine) , xf^^f^i^- 
^(etonitazene fentanylK ^P -Y > (heroin) N t Kp 3 (hydrocodone) , 
t Kp ^/V/fr > (hydromorphone) , t Kp ^iX^^ i?V (hydroxypethidine) ,, <i 
y y $ KV(isomethadone), ^ ^ K^(ketobemidone) N W^p;1/7 7 y (lev 
allorphane), ]/Hs\/V7 7 / ' — /l'(levorphanol) U7$7 i/;V^;V7 7 y (lev 
ophenacylmorphane) „ P 7 31 yy ^/l^Qofentanil) » y ^ U v^y (meperidine) N 
y y°y v 5 / /V (meptazinol) ^ y y y yy (metazocineK y y (methadone) 

^ (metopon) x ^cAs t ^ (morphine) % ^ p 7 4 y (myrophine) „ "7* 



JV~7* 7 4 y (nalbuphine) , yvH? -i" y (narceine) x ~ ^ ^t/V t ^ (nicomorphine) 
, //Vl/#/l/y 7 'T / w_ ^(nor-levorphanol) > / )V} $ (normethadone) ^ ~i~ 
P ;V 7 4 y (nalorphine) , 7 /V^/l't ^ (normorphine) „ / y (norpipan 

one), ^r\l°7^ (opium) , ^v/^ (oxycodone) % ^^-y^Er/l-y^ ^(oxymorp 
hone) , z-?/-?^ 1/^ A (papaveretum) „ s<y& )/yy (pentazocine) „ ^^^"K^ 
y y (phenadoxone) x 7 ^ J 3 b)V7 7 y (phenomorphan) % 7 m ~f~ "/ i/y (phenazoc 
ine) , 7 x. J ^ U (phenoperidine) % t° ^ / i/y (piminodine) , tf V h 7 5 
K (piritramide) „ "7°n 7 ^ 7°^ v ? >' (propheptazine) „ "7°ny K w -/l' (promedol) 
, 7°v^< U v 5 ^ (proper i dine) „ y°P t°7^ (prop i ram) „ y°o 3: y (prop 

oxyphene), ^. 7 re yy (sufentanil) , h 7 ~? K 1 — (tramadol) , fy^yf 
tilidine), mb^i&l, MfS^^Ttl^^I^tk 5a-7^h/7y 

^d-^hoii^ ^zl-t^^ h^m^, &j;t;rtib^irr3^o 

^-t 0 ^ Klllliilli, ^ ii^f«oft!i(D^||TJ;v\ ^<o^£ T £ 
mflBw v N-f *3 «t TmU<o^-?infr<om>&®fr b ft 5 bHiR $ ft 5 

^P>lW^^ajfffinS^J«fi« 5mg~^800mg(D^7l-t ^Sr^ 

LV>HJgll#^*5V^T, ^/H;«^ffl*30mgt L/c:^, 

2ng/ml~^)l 4ng/ml-Cfo!9, 0* L < TO 3 ng/ml~^ 8 ng/mlffo & 0 BlJtf>#? 

mtkft&mn&^mttyf*^^ K^5mg~^j4oomgSr^-rs 0 ^©t©^t 



(17) #3^9-505602 

ping)" £0irf5 o 



tl%h<DXfe%:\<\ 



^mm^o^nm^m^mm^ tr-x-c& zm&iz, r w^tt^ns 

&V^T, C(Ot"-Xtt, 0||x.fifnu pariel 18/20 tf— X"Cfe5„ 



K^iKiJfeWSr^SfefeJcitt, ^«^MiJ^tf^f*^, fil^^j 2-^30% 



(19) 



ftg¥9 - 5 0 5 6 0 2 



K r^/r^w^^y^hM^ *°y (r^y/^) , (^^ 
^y/vsfe) , p< * ^ y ^ifer^^/vr ? K*fi-aH$, jKu (^f/M^yw 

^ y h*m^fteir;^y v^/m y h^fiim, 
nf xvntcfEf^tuTi^ 0 

l«t^7^y«7^-T\ fll&tfRohm Pharma^b^p p n£Eudragit 

T^y^=3— ^-f ^^Jfi, Rohm Pharma^ib^^fSMEudragit 
}f) RL 30 D&it/Eudragit (g&MD RS 30 DTrt7|R $ tlX V ^ 2 SI©7 * 
y^SSfllyy^-^^^tfo Eudragit (^MI) RL 30 D*5 «t T/Eudragi 
t RS 30 Df«fiJ^^^4 0T^^^r>AS^#tfT^ y^&J;T>V 

C^tSTy^^^AltD^kfi, Eudragit ( 

S^II) RL 30 D^&^Ttel : 20, *3j; tfEudragit RS 30 D(d*3 

^tttl :40-Cfe5 o ¥^ J f-*tt*5«t j ei50,000t?fe5„ EgljRL (j^ 

Eudragit mmmw) ^i/Rsm^mn^xmmm^m^xh^> 0 t^u 
& (D TIM $ a ^ y ^tt7Ktt^g*3 «fc wmw-K 9 



(20) 9-505602 

#n^Eudragit (&mmm) Ri/Rs^mmn, m^L^mmmi^-r^n 

^■C#5o #JXL«\ 100% Eudragit (^MMM) RL S 50% Eudragit 

) RL^50%Eudragit (g&Ml) RS, *3«fctfl0% Eudragit (SiP^IJ!) RL : 90 

% Eudragit (M^I) RS^fb$J3£Lfc3§2£^-7V y^iot, g ft t 

mmmw) Ltex<D* i&<dt? y/^y-r-^fflLT^iv^r tzmm-tzv 

L =f# 5 i^7X'l4^° y — fi , ^/H? /V p — * ft ^ (Difcktt T JV 3cJ]s± jV p — * ^ 

Tf!|gC0^^Hr/UP-^7K'l4^t)i: LT, Aquacoat (FMC Corp 

..Philadelphia, Pennsylvania, U.S. A.) &fo% 0 Aquacoat (gftfgftg) ^ 

fb-fS r h \Z £ o TUM-t 5c fr^i^T Xfcl £ o Tf-^ ^ * p ^CD (submicron 
)'m*£.&£lt1ii&, #mmm*M£M%£i£, liyr^^M^S 

o m&mgvmmB.?^ ? ? x^^MMtem?Lbtix^^\ Litter, r 

nSr^-X^^^JiLT^ffli-S^, Aquacoat (g&MQ ^fil^RlMJ 

SlJO^^-fe/Vp— ^TKtt^iC^^Surelease (Sii^D (Colorcon, Inc. , W 
est Point, Pennsylvania, U.S. A.) t LTTfiflg£;h/ri^5 0 r^Mp B Rtt, M3ti§ 



(21) #^^9 - 5 0 5 6 0 2 

fb^/^yty K, !7*/Ht^*7vK t-r^^cDfiH^a Mtsrn 
hNF XVI, h y •f'J-jWs h U— Ytl^CDV ^y^L^^ ;V*=>?y7*^->V7 h 

^^^M^j^^mwttSr, fiif^rro i 5 ^^ta o tilt 5 r 



(22) <$m¥- 9-505602 

HPA3H£fflLT, ffetfnu pariel 18/20 lf-X±fclftfH- § ~ £ \Z. J; 

y^^^^-x^f^ ^J^f !§ ZtiZM, T» h &a £ tis w k «t o 



M60%~^100%<Dt@^I^;&^-T\ ^ L-C^48~$J72R#KL $J60%~$J100 
JiWfcZmm (oven) ^$*5ril;:J:ot, £SteLfc£/&|&&#5 0 ^co 



(24) <WmW- 9-505602 

<z>sj*^ *-y ? j x*tc\mm<Dt><D&^fcmn(D^m-k'£tz.^'&z ttfx^z 

o &B&tt, *H#f^3 ) 845 ) 770-^; ^3,916,889^-; 314,063,064^-; *5«t^4 
,088,864^- (^T?r#^|Cj;t)rr^5lffli-5) «^£tlTl^^feK: «£ 0 ^ 

(a) =fA, t^P-^x-r/K y/HfIt&J;tJ^>v^K^tJft<Z>#n 

t^TKtt^y-^-o rtbb^^y -r— ©tf-e, -tr/vp— tvk #f-t kp 
?«-m i -8oa»%^/>^ < t h i S»gi7Ktt*^f«7K'l4^^ y ^-^ts 

(b) It^m M7/^-/k Ji!JK$?<^y-fey/v^*7VK 

'>&< it lS^m^Rrti^^o^TKiSfSr mmx) eoxs-c-^-etSo 

(c) ^y7/^^^!)3-/K £n#J7rctt:'>ft< im<Dtfv rv*v 



^$ti5tfc6 5o **ite£fc4>ft< i t i|o#y7;^i/y^!) = — /vj&s 
y T/W=3r l/^^y =i-/HiS#£ Lft^Jfrg-f*, SP^tt0* L< «20~50fi» 

°/o^/>^ <ni m^mmr /^^-/u^^ 0 />& <hi y t/i^ ^ 
>^y n-/^^p^^^LTv^^«, t lmfommmr^ 

^*f:(i7^ V/vmmn, 'pt£< Hli©«7/^^/ *°y7/^^y 
^£$lx5 0 4>ft< itlS^t: Kn^^77^;Hr;PD-^®, 4>&< it 

<hi y tas^is? y =»-/wi, #i y y° 



t h in<Dy$yT;^5-uy?'y n^/Kow^iij;, 0* l< mooo~i5ooo 

N #(C1500~12000T*fc5 o 

•fc/up-*) , c« ~C 36 IiJKJST/>3-/v*3j;tJ«»^J;!9^yr^^y^y 
#^J*5it/^7^^>h (giidant) t^trriis-r?#5„ 

(a) £ t 1 @^zKM4^ t Kn^VT^^r/Hr/Wn-^joit/^-t: 0 ^-^ 

(b) H&fc^tft: Kn^T/^/Mr/i^n t 1 fI^C 12 -Cm II 

(c) ML, ^LTilWtSo £?£L<tt, 7K£JlV^fc 

#(£1.75-3. 5ft^"e#5 0 

mZ-tt, Avicel PH 101 FMC«^±) LTIBb SftT^S&ir? 



xm<n4£M<D*ft&J&ftkmfr&t>it, *<o®, 011*. if, ^mWrM&mxm^ 

m^mitmrn, mmr^^-^, i«ixt;k mmm^v±v k^^ 



ft, SPB^ttUflcJ; ^SiJfp^ttJ^-x^ ^0>£®flS;*— /*-=i- b^5t*fc 



nx^zmmtemni&cDyow, mmt mmu mmmm, 
$&z.ttfxi*z> 0 mnmt*mmi-zfrMz.&%x% mm^mzftmLo z 

&fo&£mmm<DI$fe<DMl%, M£O^I»^IJ(DfIfl (H andbook of Pharmaceu 
tical Excipients ) , American Pharmaceutical Association (1986) fCfEife $ frlX 

^#Jfi, j^r'J^g'M: (P harmaceutical Dosage Forms: Tablets) (Lieberm 

an, Lachman and Schwartz, editors) Second Edition, published by Marcel De 
lker, Inc. KHEfteftTfc "9 , #HS^«t «3 r w^5lffl"t"5o «£3J (JENS*? «fc 

«t t/llj^^J t * ^ ^ ^ h ^O&ffiJ^ffl-^ (R emington' s Pharmaceutical Scie 
nee) (Arthur Osol, editor), 1 553-1593 (1980) fcfBgc $ tlX& *) , #flg{31«t 9 - 



mm 1-2 

HMJl^fc^T, Eudragit RS^^5n/f»ditt3^T^ 
-hSr^-CKitLyto HJte^j2TO, Eudragit (Bf&j&gf) RS£^fr8%W/W^ 

«H^t^tf-X£3;-f\ n-^^Pt'^ (rotor processing) 
«T©t 1 (-^"To 



(30) !$m¥- 9-505602 

m i 

fcft &/ m& (mg) msw 

»*W»*^t* 30 mg 14.3 % 

@ffl^7K^^h-X 42.5 mg 20.2% 

PVP 2. 5 mg 1. 2 X 

m t*- X (Sugar Beads) 18/20 125 mg 59.4 X 

ffi$^7X qs mg 
Opadry Red 

YS-1-1841 10.5 mg 4. 9% 

mm 210.5 mg 100. 0% 



m 2 

(mg) % (mg) __% 

^/Pfc^fSttbf-X 189.45 mg 86.7% 189. 5 mg 83.0% 

Budragit RS 30D 9. 5 mg 4.3% 15.2 mg 6.7% 

js yxf ;l/ 1.9 mg 0.9% 3, 0 mg 1.3% 

9 V 3. 8 mg 1. 7 % 6. 1 mg 2. 7 % 

ffiK* qs — qs 

;fr - A - n - Y 



®3i$iWL* Jl t * 3.0 mg 1.4% 3.0 mg 1.3 X 
Opadry Red 

YS-1-1841 10.8 mg 5.0% 11.4 mg 5.0%. 

nU7k qs — qs — 



218. 45 mg 100. 0 % 228. 2 mg 100. 0% 



(31) #^¥9- 5 0 5 6 0 2 

&mWcm&= I — : T>(^y&£kT<Dmr)\Z.MfeLK: 0 Eudragit RSSODZt^ym 

1. 2mm(7)flfS/XV^^^'(ib^Glatta(DWurster Insert fc$£AU ^ LT 

fc„ %<D'&, ^^^Opadry^fS:^-— h ^Wurster Insert ^ XM L1t a 

$$?f*ifc$\ if 7 7°ir/M-O^TU. S. P. (Apparatus) II (/* K/KPa 

ddie)^) \z£<omMLfr 0 %y°±/^McW(vimmoor m 37vxmufim m 
m^t) 7oomi^^Ati, zLxmvxDimmtDmz, munm mm^) 900 

0 mmm 1 ^sxn2 i^nmrn^mLxcDm-MLt^m^^^^om^^ 

* 3 









mmm 1 


nnm 2 


1 i*ra 


11.9 X 


10.2 « 


2 B#P B 1 


15.4 % 


li.3 % 


4 n#fyi 


28. 1 X 


12.8 X 


s i« 


58. 3 X 


16.4 X 


12 


79. 2 X 


29. 6 X 


is nm 


92. 0 X 


58. 1 % 


24 u# us 


96.6 X 


73.2 X 



iI$J(MS Contin(S®^)) tJttSELT, ^tL^^^T?, M^t^S 



m g »j(Ms contin(&®mw)) k<D%.mhm&Lti 0 skm^^t^mmz, 

(b) ft^Tffi^(AUC); (c) Jft^«itS(C ma , ); (d)^^jfiL«S*-e 



<D$mtt™ ); (e)T,/ a (^)c ^^t^(Z)«MSt^L/c:^^^mSr 

B?ys<?W> r^y^y, 7^11^77^^ %Wrf 

t Kn^t- -ter(LDH), #8tf y/Hf^, Jk?t^^^^- ^ifpg^h^ 
^7; -^-if (SGOT) , Jkffijf/l'* 5 tVHf ^ h7^7^ if (SGPT 

72^)^ («^, M4ffi«^72^^^) C0^fe«jfiLL/c o l^f*£ 

, mt« ata, ^3-^, t ivy* % mn, ph, Tirh^, titbit * 

2, 2. 5, 3, 3. 5, 4, 5, 6, 8, 10, 12, 18, 24, 36, 48& £TJ*72f£pflfj^|C 



Tm^^^ufw^Bfr«^L, ^uxt 5-77^«^ LX mmmmxWffi LX 



(33) #g^P 9-505602 

m*Lit e 

) &&Tf : £<D& y &&M<V0. 5, 1, 2, 2.5, 3, 3.5, 4, 5, 6, 8, 10, 1 
2, 18, 24, 36, 48&£W2&fmWz.mMLti 0 

sk<nioftm 0 VkS\Z-ffi&mm<Dnft(Worst Mood) Id, % LTfM4r^^ <z>m#( 
Best Mood)^^Lfc 0 

(Asleep) iC, % LT{M£f£@I (Awake) (£^Lfc„ 
«iig(l^^S^^^«)-«ifn.0 5^a (x-^£«f Bf^C 

II?L^-ii?Lff-l-J; «£-^JfcO5#^E*l 0 £$Wic::^T;£Bg<7>;W!iiJ5£ 
Ltz 0 mmmk 0 ISil{c:fS» Lit) 

mmmmmi (m&) (Dmm^Mi-^^mnm^^yy^mLtzh 
<Dx-foz>o m2nmmm2 m-k) (Dmm^ttx&^mtmm&yyy^mL 
tci><Dxh% 0 i3tt»u am) ©nri(^t5¥wiifti^^7 

, auc, ¥mM&£xfmn±®¥m\%m*&T<Dm4&£xfm5\^Ltz ■. 



(34) 9-505602 

ii 

MS Contin HSfifH 2 ^JfeflJ 1 



C ma x (ng/ml) 13.05 3.95 * 5.42 * 5.87* 

T max (hours) 2.45 15.05 * 5.85 6.90 
AUC (0.72) 

(hours-ng/ml) 101.11 136.10 * 109.37 111.33 
AUC (0, 00) 

(hours-ng/ml) 101.31 155.44 * 117.77 114.45 

T,/2 (elim; hours) 2.81 89.68 * 19.02 10.34 

T 1/2 (abs ; hours) 1.20 3.96 2.51 3.48 



(35) 9-505602 

i_5_ 

( A= MS Contin ; B=^M 2 C=ftM 1 ; *s J; 



f 0 (%) 
SttftKiftft 90% C.I. 

HUilz LIMA) 



(ng/ml) 



T m a)1 

(hours) 



32.24 
(15.7- 
48.7) 

608.27 
(435. 6- 
780.9) 

AUC 13 4.53 

(0.72) (111.1- 
(hr-ng/ml) 158.0) 

AUC 151.04 
(0,00) (112.6- 
(hr-ng/ml) 189.4) 

T» (elim; 
hrs) 



T % (abs; 
hrs) 



3076.7 
(2256.7- 
3896.7) 



281.21 
(-123.1- 
685.5) 



Fo (%) 
90% C.I. 

(CM A) 

39.88 
(23.3- 
56.5) 

232.33 
(58.8- 
4 05. 8) 

105.02 
(81.5- 
128.6) 

112.91 
(81.8- 
144. 0) 



589.41 
(24.9- 
1353.9) 

167.18 
(-11.7- 
346.0) 



F D (%) 
90% C.I. 
(DjjAj 

42.50 
(25. 0- 
59.0) 

290.48 
(117.9- 
463.11) 

106.04 
(82.6- 
129.5) 

108.09 
(77.1- 
139.0) 

374.01 
(-286.8- 
1034.9) 



239. 86 
(62.4- 
417.3) 



F 0 (%) 
90% C.I. 

106.57 
(65.2- 
148.0) 

125.03 
(50.7- 
199.3) 

100.97 
(78.6- 
123.3) 

95.73 
(68.3- 
123. 1) 



54.25 
(-41.6- 
150.1) 



143.48 
(37.2- 
249.8) 



* MS ContinC MM) titmiX, llfffJlctK p <.0 
500)( *^ff-^i:So< ) 

menus contin (&&mm) &mznMMi&£x*2<D&m&<D¥%> (±s.d 

) «^^t^tli*(ng/ml)^#ft^ So 



H 6 

MS ContinC fi^g) *> <k tf# ^ ;V fc * t* - X <D MM 
SKU&O^C ±S.D.) M^I/b *«(ng/ml) 



8# K 


MS 


Continfasiisen 


2 




mm® i 




l 




(hours) 


S0'k(»*> • 


(16 A) 








(«*> 




0.00 


0.00+0.00 


0.00+0 


00 


0 


00±0 


00 


0.00+0 


00 


0.50 


3 


04+2.07 


2.22+1 


09 


1 


82+1 


35 


0.51+0 


79 


1.00 


6 


78±4 . 19 


1.89+0 


54 


2 


09 + 1 


07 


1.46+0 


95 


2.00 


11. 43±5.70 


1.60±0 


69 


2 


33+0 


98 


2.46+0 


91 


2.50 


10.30+6.46 


1.78+1 


16 


2 


2210 


88 


2.51+0 


88 


3.00 


9 


40±5.41 


1.54+0 


97 


2 


61+1 


12 


3.4711 


77 


3.50 


8 


09±4.48 


1.34+0 


98 


2 


82 + 1 


39 


3.03+1 


26 


4.00 


7 


1113.78 


1.0610 


49 


3 


60+2 


50 


3.41+1 


82 


5.00 


7 


25+4.71 


1.54+1 


21 


4 


09+2 


24 


3.80+1 


29 


6.00 


5 


27±3.31 


1.20+0 


77 


4 


11+1 


74 


4.23+1 


68 


8.00 


3 


19+1.99 


1.58+1 


00 


3 


80+1 


46 


4.46+1 


51 


10.0 


1 


8711.00 


2 . 62 + 1 


05 


3 


5711 


44 


4 . 16±1 


37 


12.0 


1. 


7010.76 


3.1011 


64 


2 


83+0 


64 


4.33+2 


20 


18.0 


1 


23+0.67 


3.0411 


11 


2 


40 + 1 


13 


1.85+1 


12 


24.0 


1 


38+0.96 


2.54+0 


55 


1 


8211 


01 


1.71+0 


73 


36.0 


0 


85+0.64 


2.5811 


04 


1 


35+0 


70 


1. 19+0 


40 


48.0 


0 


22+0.47 


1.4810 


48 


0 


69+1 


08 


0.73+0 


56 


72.0 


0 


05+0.16 


0. 54±0 


66 


0 


16±0 


33 


0.22+0 


46 



m 7 (IMS Contin (S^lf) ^i^I^J 1 ~ 2 (±S. D. ) 

% 7 

MS ContinC £ <fc V & * Jl t * t£ - X© «ij© 





MS Conll" 

30ng(*6ft) 


nmw 2 
(«*) 


**0J 1 


xnm 1 


(ng/ml) 


13.05 
+ 5.22 


3.95 

11.55 


5.42 
+ 2.26 


5. 87 
±2.07 


Tmax 
(hrs) 


2.45 
10.86 


15.05 
19.51 


5.85 
+ 1.92 


6.90 
±3 . 18 



AUC(0,72) 101.11 
+41. 91 

(hr-ng/ml) 3 



136.10 
134.58 



109. 37± 
+ 43 . 06 



111.33 
+ 36.2 
1 



mmmi m&) tus contin mmmm) m-k) t&itm-sb, c k 

ift-^'illfi^Eb^fco T~ , AUC(0, 72), AUC(0,00)*3«ttWi/s (elim)*fc 

mmmi m-k) tus contin (#6£) tsrittfei-st, c ^ 

^ltW^^E^^^E^n/c 0 T« N AUC(0,72) S AUC(0,00)*5itfT./2 (elim)£ 

mmmm^y^-^~mo%mmrm8o-i2o%mmm^hn^Lx^tz 



mmrnKDm^mtm^mt^^m-r^t, c» , t«» s auc(o,72k auc 

(0,00)*5«ttJ { T./ a (elim)$fcttT./* (abs) {CljoV^T^fl-^iC^^Mtt^^^ofc 
(abs)Ofi|[^J; «9 4#»#Jtbn5 0 L^LfttfSfc, P«c^MJ£ (AUC^S 

^ it) nm^^nm^mxm%sxr(D^xh^tz. 0 
mmm2 « contin (m^mo am) ttm-rzt, c , t. 

AUC (0,72), AUC(0,00)*5«tOT/2 (elim) ^^ff^^^E^^^^ ^fc o 2 

oro^l^WfT,/! (abs)^Mft^^WE^^^^, 0 /-- o -r^-CcD^tiM 

If-X&MS Contin (Sft^S) t IrI^S -Cf*ftfl»ofc 0 Ltf>LfttfSk, Wf 
^W^^WJ^ttJ^^t^iSl^JtjMS Contin (M«I) ^Ji^^lH 

Ulilfte, Rjil^20%S/ctt^tt^Ji^^"-r2)240C7)5 (48/240; 20%) i ft 
"9, ^CD5 0)8(8/240; 3%)^50%-^fc^tlUJi(Dm^LX^^tz o 



(38) 



#S!^9 - 5 0 5 6 0 2 



^^l^^fc^Fijfgft^^^tiyCo MS Contin fc'i^SWK 

2 A (20%) ^£9, MS Contin (SS^I) <D&5-tp\Z 6 @OSiJf^ffl^ 

f&Hf£tlfc 0 3AW»#(30%)(Cj;i9, SlJ^W^/Vt^K'-X (HJfeflll ; 

1 sign)(DS'JST(D^W(CfiA^^MC^^^o/c 0 

Ty^r— H3 Drug Addiction I (Martin, W. R. HH) pp. 197-258, Springe 
r-Verlag, New York^ CDJasinski, D. R. (1977) Assessment of the Abuse Potent 
ial of Morphine-LikeDrugs (Methods Used in Man) l^/U t ^4i^^ilf4 
(DWiM (t Hc^l^^fe) ] afet/^ Drug and Alcohol Dependence 27 : 7-17^ 
(DPreston, K. L. , Jasinski, D. R. & «t OTesta, M. (1991) Abuse Potential and 
Pharmacological Comparison of Tramadol and Morphine [ h7"7 Y^-^h^^ 



(39) 9-505602 

2. m^^-e-r^? 

3. y 9s/**L-CV^1-j&»? 

4. BgV^T*^? 

5. iotV^f^? 

6. ttgfl^iotl/^t^? 

7. w^m-ti^-r^? 

8. fgLfc^-Cl-;^? 

9. stt^s&tj^-r^? 

10. fetl^Ltt^? 

@ £ £ tWi 1 00-mm V A S o T^P & o 6 r k £ !3 XL fc 0 

2. »#(iM^/0^V>TV^'r75^? 

5. sttmffiit^otv^t^? 

6. «^fS£LTl^i-^? 

8. at»fttiaLtv^t^? 

9. ^#M^*§^ftl^-f^? 

10. &ifc#fiff£i&^Tv^-rtf>? 

mmV A S (Ifp^oTW^olt 5 : id i ^) m 7 fi, Ml ( 

fe5o H»2 ^oV^TW¥^^T^^-h>Sj-^fti8l^ 



(40) 9- 5 0 5 6 0 2 

«^ t ^ <D##f tei«44fg$^ P-7b^77>f- (HPLC) ^fotl 
lit SOSRBIMiO. 5ng/mLT« 0 #®Vtt«^^t *0>##ffE 

jil^ & -fe* p f^fM^ Ml < - i J; >9 if n B^it^M LTffilE Lfc D 
c« (ng/mi) -ft^H^«^t^{ii ; 

T™, (hours) -M^W5C« ; 
Ti/2 (elim; hours) -Tw (elim) -0. 6 9 3/K. 
(rit*K.iiSAS Release 6. 07 (SAS Institute, Cary, NC) ^(DPROC NLINfcl«fc 

T1/2 (abs; hours) -Tw (abs) - 0 . 6 9 3/K* 
y°±jUt^tit^(D^ ftMtm (MS Contin 30mg) «£ 9 



(41) mm¥9- 5 0 5 6 0 2 

^gH^t^CQtt^ff V^#£#-T3 tf— X^Glatt Rotor Processor^ 
^ 8 

Eg # mg/unit 00 



«t*/l't*»* 30. 0 mg 63. 3% 

y 2 h - X 6. 0 mg 12. 7Jf 

?fS tr K > C-30 1. 25 rag 2. 6ft 

It'-X 7.75 mg 16.4% 

Opadry 2. 37 mg 5. 0% 

nM7k qs - 



rlf 47.37 mg 100. 0% 



Eudragit® RL ) * £ tT & © Tr * o fz e & J£ A £ S 

fete, Eudragitiii^t^gp^miiOra^HPMC^^- h^^Px.fc 0 H 





(42) 


Amt/Unit 
(mg) 


#^¥9 

w 






42. 63 nig 


78. 8% 








Eudragit RS 30D 




2. 1 mg 


3. 9% 


Eudragi t RL 30D 




0. 05 mg 


0. 1% 






0. 45 mg 


0. 8*1 






0. 85 mg 


1.6ft 




3 - f- -f 






Opadry Blue YS-1-10542A 




2. 45 mg 


4. 5% 






qs 


- 






3. 0 mg 


5. 5% 


Opadry Blue YS-1-10542A 




2. 55 mg 


4. 8% 






qs 








54. 08 mg 


100. Oft 



latftlLt Eudragit RL 30D& * Ji^Sfe h U «t t>^/^ "Cft 3 0 

^I^TilftLfcc 1. 2 mm<^^7 0 ^-/X^^ii^/iGlattCDWurster Insert 

-r-f^^Ufco #Cfc^ Wurster InserfCftJNHS^Opadry^tfeft:^-— >^^— =i— h £ 

r^lb(Z)^7 0 -fe/P^^?^^#L^ 0 ^#«iUSPApparatus II (P 
addled) SrfflV>T^p B nlc^-LTHJfeLfc 0 *^t^»l«10 0 
r pm, 3 7°Ct7 0 0ml ©Iflii (H^f^) CO^tAtl, 0 O 



(43) ^mW- 9-505602 

& 1 o 

mm ®MMm*j\/t* ego 

1 ftfH] 11. 7X 

2^r B i i2.il 

4^Tb1 22. OX 

8B£|ISJ 45. 3% 

12B$fS 63. 7^ 

180^ 81. BX 

24l^fffl 92. 5% 

\z. 

fctfSMS Contin © 30mg ft SI©feS <t JtkK * tlfc o Hilt^fc 

^^^fflV>T^W^3i^^7^-^-Srfi-#U^ : (a) JM#tt<»l|X 
fciTJ^tM^ (b) ftj&TSflf (area-under-the-curve: AUC) , (c) 

m^mmm (c, ) , (a) ^«^si-^-rsNFra (t« ) , (e) t 

, /2 (abs)*5«fctf (f) T>/2 (elim)o mt>¥ftfcmtt.%ft , SlffK WMJS, Hi 

^IS-ffl^bltiiLfcimc- , Tmax , auc, fttwi&n 



(44) 

g 1 1 



#S¥9- 5 0 5 6 0 2 





«0IJ 3 


Hffiffl 3 MS Contin 




(**) 


(tea) (*&£) 


C m a X (ng/ml) 


5. 45 


4.03 11,65 


T raa * (hours) 


8. 04 


12.92 2.77 


A U C (0, 72) (hr-ng/ml) 118.12 


140.79 114.05 


A U C (0, 00) (hr-nj 


?/ml) 137. 67 


166.19 114.05 


1 1/2 ^ C 1 1 III j 11 1 o J 


21. 19 


54.51 1.26 


Ti/o (a h <; ■ h r O 

1 1/2 \ u. U , LI 1 ay 


3. 12 


2. 44 3. 34 




m 1 2 






F o (%) 


3 vs 




9 0 % C I 


MS Contin ® 


y jl - $> - 






C max 


164. 36 


29. 54 


(ng/ml) 


(113. 1-215. 6) 


(14. 3-44. 7) 


T m a x 


53. 49 


514. 28 


(hours) 


(13. 3-93. 7) 


(306. 8-721. 7) 


A U C (0, 72) 


89. 93 


119. 35 


(hr-ng/ml) 


(64. 8-115. 1) 


(89. 2-149. 5) 


A U C (0, 00) 


86. 56 


143. 48 


(hr-ng/ml) 


(62. 5-110.6) 


(108. 6-178. 1) 


T j/8 (elim; hrs) 


34. 53 


1609. 0 




(7. 4-61. 7) 


(1170-2048) 


T i/8 (abs; hrs) 


135. 27 


191. 45 




(83. 5-187.0) 


(92. 0-290. 9) 



(45) ¥rm¥- 9-505602 

& 1 3 teU MS Contin ®feJ:[ftMJ 3 LfcSKD^ 
(±SD) «^/H^fS (ng/ml) ^"To 

a i 3 





mmm 3 




3 


MS 


Contin <B> 


(hour) 


30 mg 


3 


0 mg m& 


30 


mg m-k 


0.00 


0, 


.00+0.00 


0. 


,0010. 


. 00 


0. 00+0. 00 


0.50 


0, 


,201+0.447 


2. 


,0011. 


.48 


3 


.42+1.82 


1.00 


0. 


, 331+0.479 


2 . 


,2710. 


.799 


6.09+2 .03 


2.00 


1. 


, 6511.53 


2. 


.1910. 


,936 


8 


.82+2 .61 


2.50 


3 , 


.0611.04 


2 . 


,2010. 


.798 


9 


. 12+2 .97 


3.00 


3 , 


, 53 + 1.82 


2 . 


.2411. 


. 05 


9 


.91+5.32 


3.50 


3. 


.06+1.16 


2. 


.8711. 


.94 


8 


.8313 .58 


4.00 


3 . 


.23+1.04 


2 , 


.33+1. 


. 13 


8 


. 12+3 .26 


5.00 


4. 


.01+1.50 


2 , 


.9110. 


. 933 


7 


.79+3.47 


6.00 


4. 


,00±2.09 


2 . 


.96+1, 


. 24 


6 


.0713.69 


8.00 


4 , 


.0311.90 


2, 


, 58 + 1, 


.24 


4 


.6813.88 


10, 0 


3 , 


.95+1.89 


1. 


.9510, 


.965 


2 


.61+1.43 


12. 0 


3, 


.20+1.47 


2. 


.1810. 


.983 


1 


. 58+0.815 


18. 0 


2 , 


.06+1.02 


2 . 


.75+1. 


.53 


1 


.46+0. 745 


24 . 0 


2, 


. 10+0. 9S3 


2 . 


.7210. 


.971 


1 


.34+0.890 


36. 0 


1. 


. 6611.05 


2. 


.65+1. 


. 18 


1 


.08+0.971 


48.0 


0, 


. 872 + 0.681 


1. 


.5310. 


.851 


0 


.528+0.831 


72.0 


0, 


.30010.529 


0. 


. 468+0. 550 


0 


.00+0.00 



& 1 4 tt. MS Contin. ® *5 «k £ Jfe #J 3 ^S#Lf:|0¥^ 



(±SD) l«i^7^^^t 



(46) 

& 1 4 



9-505602 

-±mmmm 



mnm 3 



MMM 3 



MS Contin ® 



30 mg m& 



30 mg m& 



30 mg 



C m ax 



(ng/ml) 



5. 45± 1. 68 



4. 03± 1. 55 



11. 65 ±4. 82 



T raax 



(hrs) 



8. 04±8. 31 



12. 92 ± 14. 66 



2. 77±0. 927 



AUC(0, 72) 

(hr-ng/ml) 118. 12± 36. 77 140. 79 + 51.23 114.05+ 42.42 

®£*3 «t ^^frTT-S^ L/i^Wlj 3 CO 3 OmgA y-fe/KZ^/h g 
«t5WAUC<75Jt«> ^^#TOAUCjii:^^^-pcOAUCjiSc7)± 2 0 

HilftJ 303 0mg#-7"t?;V£MS Contin ® 3 Omgll^]©fi 

/hi^(d«fc5¥*&AUCC0ltfi, ^»[|3COAUC (0, 7 

2 ) H# MS Contin® CD ^- ft CD ± 2 0 %V\nx*h D , A U C ( 0 , 

0 0 ) gC^HJSf!! 3 CDifl^ 4 4%^V^rt ^^i~ 0 H»!j 3 

CD C m a x cD|Sta MS Contin® CD ^ ft CD 2 9. 5 %X'& o fc e 



(47) 9-505602 

tH&£te MS Contin® CD ^tl® 1 6 J£( _t & N CCDCi 



7^— * — COiS^IIJilf O^^Pj, 3 1 5 0|I]'J§<7} 9 7 4 (2 4%) ^2 0% 
Ki»R 2 ML, 315^^12 (4%) ^5 0%^±(7)|l Iff UV^fc 
„ ®tW<DfyXtt$rLfzm&, 1 0%i 9il5^R 2 fiti«nT'fcof;: 0 2 0%^ 
<D#R jS^KLTtt, 1 ogMlI^f5»f»MSDEQ [Modified Spec 
ific Drug Effect Questionnaire (ilE^IWiT^^ h) ] *3T0>6 
3©0f©^2 1 (3 3%) ^JLl^^tK ^IT63©^7 (11%) ^ 
5 0%&±Xfoitc o Zflh<DiUn, 1 oglg^tifOMSDEQ^nT© 

k £ «i#CDM S D EQ^37(7)F B 1iI#fi b ^"Cfe 5 

o Ztl^tltoWflfci^X, Sit S D E Q X n 7 (i^^ t i 

HOit HWJ3 («, J6£) ©tfT'-feA'fcifc&Ut JtiJsM (MS 

Contin 30mg) (Bit) «fc t) # tl/cTO^- 
^t^SS-^(D^P7^-/^^77T*iLt&5„ il 1(1, HM3 ( 
»!|3 (ffet) ^ov^T<Z)¥WK3iS^ligfij|ISr^i-^7 7-Cfc5 0 013 

mmm3 m$d \^^x(D^m^mm^mmm^-r^yyxh^ 0 

014li, (*6£) |Iol/>T©^^f MS D E Q^il§:/Tt 

SH^t^OJt^^V^f t5 t'- X^Glatt Rotor Processor T*^ 



#S¥ 9-505602 



& 1 5 



# mg/unit 00 



Hl^iVt^S* 60. 0 Dig 56.4% 

5 ? h - X 12. 0 mg 11. 3% 

Eudragit RS 30D 4. 16 mg 3. %% 

# fc* K > C-30 8. 31 rag 7. 8% 

ih'-X 16. 80 mg 15. 8% 

Opadry 5. 06 mg 4. 8% 



£ff 106. 33 mg 100. Oft 

r^b<75fiP^tiH4SflEbf— XfiGlatt Rotor Processor ^*M&£ffl^ 

uacoat ECD 30) Sr^tf h (DX»&>^tc 0 £^t£& $ kl^iSifcS fcfctd, Aquacoat 
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Amt/Unit /t-fe>|« 
ft (mg) 00 



(iS&ffi) S#t'-X 106. 33 mg 73. 1% 

Aquacoat ECD 30 23. 13 mg 15. 9% 

Methocel E5 Premium 3.46 mg 2.4% 

^x>|h'Jif;l/ 5. 32 mg 3. 6% 

Opadry Blue YS-1-10542A 7. 28 mg 5. OK 

ffiS^K qs - 



&lt 54.08 mg 100. Oft 



uacoat ECD 30iMethocel E5 Premium^S-gi^gr ^ ^ ygfc b U ^/^~C$J 3 0 5> 
^pTM^t/to 1. 2mm^yi/- 7 X/V£#*.fcGlatt<Z>Wurster Insert K 

i mm^m 

0 3§®3~tV ^^^7NP^> 6 o°C/8 o%RH©Sj|/ggffy/^(: 
AHTtf-X£3 B^jf^tt, ^<£>^ Iftt^6 0t«t^y 
^T'lB^i^tt ^#L^^t-X^l. 2mm©7/^yX;^Ii 
ZcGlattOWurster Inserti^Afl, Il^fi0padry^i£#^*-^^- =* — h L 

6 Omg(D-^ft-^iT[Wl-(Dif 7fy*^t;Hci^t^Lfc 0 ^F^fUttbf 

1 0%o^i9 6mg(7)*^tM^fcT^fc 0 

7jM-, IJX^^^yV^j^llftLfc, ^fj^ttUSPApparatus II (P 
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addled) ^fflV^T^p B p^^LT^JfeL^: 0 # y°±^&MW(D 1 B#MI* 1 0 0 
r pm, 3 7°CV7 OOml OiilS (@f|f:^) (D^fCAtk 9 0 0 

^ 1 7 

1 B^Pal 10. 4% 

2Bff| 11. 4X 

4 B#Fb1 17. 5X 

8B#P B 1 31. 8X 

12B#iffl 54. 0^ 

imm 88. 6% 

241$ IH 102. 3K 



m^^^^m^^^^^iT^ If-XfiGlatt Rotor Processor^ 
Budragit® RS/RL) ^^t^0T|)o^ o £5t f£ £ £ b iU & £ 
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mi 8 

Amt/Unit K-r/} 

g ft (mg) (X) 

(ffifcffi) Sftf-X 106.33 mg 87.96% 

Eudragit RS 30D 5. 05 mg 4. 18% 

Eudragit RL 30D 0. 27 mg 0. 22% 

MvlMJif^ 1. 06 mg 0. 88X 

* 2. 13 mg 1. 76^ 

Opadry Blue YS-1-10542A 6. 04 mg 5.0% 

£§t 120. 88 mg 100. 0% 



agit rs/rl 30DSr^^^h !Jxf/^j:i;^;^t|5]3 0 ftffi RTMte Lfc„ 1 

fcGlatt<Z)Wurster Inserts 1 01©^^^ t ^ tf— X^A^X, 5 %COSi±i 
flPtftS^"?^ X£n — r>f y^LtCo Wurster Insert T?ftH^Opad 

rtlfe^^y-fe/VSr^^KK^Lfeo ^?R^ttUSP Apparatus II ( 
Paddled) ^MV^T^p R p^^LT^L^ 0 Ayt/^Jft^lHiBlil 0 0 
r pm, 3 7°Cf 7 0 0ml ©WSI (HSfc7F^) (D^tdAtU ^<£>^9 0 0 

m i (Dmumm mm^) ^Atifc ^mm^^m^TiB^^ 1 9 ^-r 0 
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i 1 9 

etna mMmn*jyt* oo 

1 i$|g] 10.4ft 

2B#Pb1 11. 4X 

4 17. 5ft 

8BSR8 31. 8% 

12f$F B 1 54. 0« 

18B#iS 88. 6ft 

24B#fB 102. 3^ 



WElft^/l't^OittSEWiliV^^fSr^ri-S-r h U y 9 X If— XfiGlatt Rotor Pr 



h y y * * if-x^&^&Tfso^ 2 o tc7^i- c 

&2 0 















tit ft 


mg/uni t 


(ft) 




60. 0 mg 


46. 0% 


5 * h - * 


12. 0 mg 


9. 2ft 


Eudragit RS 30D 


29. 10 mg 


22. 4ft 


# tf F > C-30 


5. 80 mg 


4. 5% 


lt*-X 


16. 80 mg 


12. 9ft 


Opadry 


6. 50 mg 


5.0ft 


*«* 


qs 






130. 20 mg 


100. Oft 



h y y **$#te^/M?yl'P— U -7" Aquacoat ECD 30 
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v b y y?^\f— Xl^CO^t <^3tL^ 0 Aquacoat ECD 30§r^^^^b!J 

f-t|]5W^KLfco 10t®it^l. 2mm^^wyX;l// 
^*{ft^Ti?^^y-^€^^Glatt(DP-^-^^f — fiatlfco ^7°l/- 

Wli$ (■i~t£t>h > Aquacoat ECD 30 

^IlLfco M&<£f£7^ ^{*«0padry^f*^-^-^-b^ffitrt o 

m?-, ^tlb(D%7±fr%mMUmz.HLtz 0 mM^mS? Apparatus II ( 
Paddled) %%^X^J%&\CttLXmMLfz. 0 *7°Wi^l«100 
r pm, 3 7°CX7 0 Om 1 (H^*^) (D^S-Atk 0 0 

&2 1 



gifts iMMMj (X) 

32. 4« 

2 «1 44. 8% 

4H#fH1 59. 

8B#R8 76.6% 

12^Fb1 88. OS! 

18B#P B 1 97. 6% 

24B#Ph1 102. 2^ 



i 4AoiES-e<tmfet b»t#\ tlii^STSfcMT-eiPji, 



9 (Dt P^,^-— /<— 

& 2 2 



6 


r\ ^. m ^ -t* j-„ /a /t\ ^b? m/ 

0 m g mm&ti <0 cd&% 


„ »jfc rfc =A. rtM , v » — J 


— 9 — 




A U C 


C,u 


T»u 


# *f 


(ng/ml. hr) 


(ng/ml) 


(hour! 


1 


120 


6. 1 


5. 5 


1 


131 


8. 3 


8. 8 


2 


149 


11. 3 


6. 7 


2 jgH: 


159 


11. 5 


6. 4 


3 m& 


154 


14. 3 


1. 8 


3 


154 


12. 7 


2. 8 



IIM 

t, Opadry Y-5-1442Sr^Pxi, ^ 1 HffTO^ UT 2 0 w/w%«^£#fc 0 * 
r<7?il^SrWurster>r^— hSrffioTNu-Pareil 18/20^ yv'at'-X 

t Kn^/^ytf t'- XSrWurster-T Vf— h£H£o TQpadry Light Pink<7) 

b 

Eudragit RS 30DiEudragit RL SODCDgM^ 
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(55) 9-505602 
—TjyyiB&yo (RSxtRL, 90:10) C05fi»%Jt»-et Vv^r/lsfty 
^^^SlLt EudragitMM^tt^^^b y^^-/P (r]H#J) fc*^* 

ft<t^S^"eWurster^^— h^oTOpadry Light PinkcDH,^— 3 — 
MMM 7 (D^^TB^m 2 3 ic^-f 0 



(56) 9-505602 
gfc 2 3 

if 

i^M tFP*^*> 8. 00 

Opadry Light Pink (Y-5-1442) 4.00 

18/20 /y>a|k'-X 148.00 

j- — /< — n — f -f y y 

Opadry Light Pink (Y-5-1442) 8.40 

Budragit RS 30D 2 7.60 
Eudragit RL 30D 2 0. 80 

^xi/»MJif^ 1. 68 

3.36 

f§ _ j; - / j - j - x j v ^" 

Opadry Light Pink (Y-5-1442) 9.60 

nt n&mm%*nwu n/a 

£359*g 191.44 mg 

2 
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1 V$ffl 17. 2 

2 B#f^ 48. 4 
4 P$Rg 77. 4 
8 B#ffl 93. 3 
12B#Pr1 97. 2 
18B£H5 98. 8 
24B#^ 98. 8 

XCO 2 oOfiP^tfctbtt 4 m glfcftl (Dilaudid®) tffl^TSft* 



£ 2 4 





AUG 




T.ax 




TV, 


n-1 


(pg/ml/hr) 


% IR 


(hr) 


(pg/ml) 


(abs) 


CR 


21059 


101 


4. 9 


1259 


2. 56 


cr 


25833 


106 


4. 6 


1721 


3. 92 


IR 


20903 


100 


0. 85 


3816 


0. 18 


IR ** 


24460 


100 


1. 15 


3766 


0. 32 



* CR=^lM 7 
** IR =Dilaudid 

_b5E L7c HJgf i| fi#ffi ift t h 5 r £ £ MM-T 6 h go t* ft ft v \ ^ £ «^ 

3o 
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